Supplementary fig7: Heat map demonstrating the top 100 most differentially expressed genes in the biological replicates of N and T conditions. RNA-seq conditions are described in S9. Extreme limiting dilution analysis Extreme limiting dilution analysis (ELDA) was performed as described in (35). Briefly, colonosphere-derived cells were collected from 10 cm dishes and diluted into single-cell suspensions, plated at concentrations of 1000, 100, 10 cells and 1 cell per 100 μl SCM using repeats of defined experimental conditions in 96-well ultra-low attachment plates (Costar, Corning, 3474) . The cells were incubated at 37°C in a 5% CO 2 atmosphere for 10 days. Cells were supplemented with 50 µl of SCM and transfection complexes re-applied after 4 and 8 days of incubation. At the end of 10 days of culture, the number of wells showing formation of colonospheres with more than 20 cells were counted by light microscopy. ELDA webtool (http://bioinf.wehi.edu.au/software/elda) was used to determine frequencies of colonosphere forming cells.
Supplementary
Senescence staining Senescence staining was performed using a Senescence β-galactosidase staining kit (Cell Signaling, #9860) following the manufacturer's protocol. Staining was automated on a Ventana Benchmark XT machine using a standard immunohistochemistry protocol. Antigen retrieval and antibody dilutions are listed in Supplementary Table 6 . 3,3'-Diaminobenzidine (DAB) was used as a chromogenic substrate, and the slides were counterstained using haematoxylin. Negative controls were omission of the primary antibody. Digital images were captured using the Ventana iCoreo slide scanner (Ventana, Roche)
Immunohistochemistry (IHC)
Primary antibodies for IHC and their dilutions, pre-treatments, and sources: 
